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NAME OF DEVICE:
Trade Name: Ceftibuten, 30 mcg, Sensi-Discs
Catalog Numbers 4331701, 4331702
Common Name/Description: Antimicrobial Susceptibility Test Discs
Classification Name: Antimicrobial Susceptibility Test Discs
PREDICATE DEVICE: Other BBL® Sensi-Discs® such as

Cefixime, 5 meg, Sensi-Disc®
DEVICE DESCRIPTION:
INTENDED USE:

Antimicrobial Susceptibility Test Discs are used for semi-quantitative in vitro
susceptibility testing by standardized agar diffusion test procedures. Ceftibuten
Sensi-Discs® are intended for use in determining the susceptibility of gram-
positive and gram-negative bacteria, including Streptococcus peuemoniae
(penicillin-susceptible strains only), Streptococcus pyrogens, Haemophilus
influenzae, (including B-lactamase-producing strains) and Moraxella catarrhalis
(including B-lactamase-producing strains) species to Ceftibuten. Zone sizes
used for interpretation of tests, including control organism limits, were
determined by the antimicrobic manufacturer, Schering Corporation, and
received FDA approval under NDA Nos. 50-685 and 50-686.



INDICATIONS FOR USE:

Use of BBL® Ceftibuten Sensi-Discs® for in vitro agar diffusion susceptibility
testing is indicated when there is a need to determine the susceptibility of

bacteria to Ceftibuten.

PRODUCT DESCRIPTION:

Ceftibuten Susceptibility Test Discs are prepared by impregnating high quality
paper with accurately determined amounts of Ceftibuten supplied by the
manufacturer, Schering Corporation, Kenilworth, New Jersey. Each Ceftibuten
disc is clearly marked on both sides with the agent and content. Ceftibuten
discs are furnished in cartridges of 50 discs each. Ceftibuten cartridges are
packed as either a single cartridge in a single box, or in a package containing
ten cartridges.

Agar diffusion methods employing dried filter paper discs impregnated with
specific concentrations of antimicrobial agents were developed in the 1940s.

In order to eliminate or minimize variability in the testing, Bauer et al. developed
a standardized procedure in which Mueller Hinton Agar was selected as the test

medium.

Various regulatory agencies and standards-writing organizations subsequently
published standardized reference procedures based on the Bauer-Kirby method.
Among the earliest and most widely accepted of these standardized procedures
were those published by the U.S. Food and Drug Administration (FDA) and the
World Health Organization (WHO). The procedure was adopted as a consensus
standard by the National Committee for Clinical Laboratory Standards (NCCLS)
and is periodically updated. The latest NCCLS documents are M2-A5 (12/93)
and M100-S6 (12/95).

Discs containing a wide variety of antimicrobial agents are applied to the surface
of Mueller Hinton Agar plates [or Haemophilus Test Medium Agar for H.
influenzae or Mueller Hinton Agar with 5% Sheep Blood for S. pneumoniae]
inoculated with pure cultures of clinical isolates. Following incubation, the plates
are examined and the zones of inhibition surrounding the discs are measured
and compared with established zone size ranges for individual antimicrobial
agents in order to determine the agent(s) most suitable for use in antimicrobial
therapy. The determination as to whether the organism in question is
susceptible (S), intermediate (1), or resistant (R) to an antimicrobial agent is
made by comparing zone sizes to those found in the respective organism tables
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of National Committee for Clinical Laboratory Standards (NCCLS) Document
M2-A5 ("Performance Standards for Antimicrobial Disk Susceptibility tests - Fifth
Edition, Approved Standard", 12/93) and of NCCLS Document M100-S6
("Performance Standards for Antimicrobial Susceptibility Testing", Sixth
Informational Supplement, 12/95).

PERFORMANCE DATA:

See attached Schering Corporation product insert section on Susceptibility testing
Diffusion Techniques for CEDAX® (Ceftibuten).
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CEDAX’
(ceftibuten capsules)

and
(ceftibuten for arai suspension)
FOR ORAL USE ONLY

DESCRIPTION:
CEDAX (coftibuten capsuies) and (ceftibuten for oral SuSDENsiOn) contain the actve ingredent
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The absuinte bioavaiiabiity of CEDAX Oral Suspension hes not besn determwned. Tne oiasma concen-
trations of COMIDUIEN M PECiaING DILANES Are B0SE HIOBENON folowing smgie doses of CEDAX
Capsules of 200 mg and 400 mg and of CEDAX Oral Susponsion Detween 4.5 mg/xg and 9 m/xg.

The apparent volume of distribution ‘w’) ot ceftibuten in 6 adutt suotects is 0.21
(=1 Sbm w)
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Protoin Binding: .
Cettibaton i 65% bound to plasma proteins. The protein binding is indepencent of lasmMa cettibuten
CONOBNNEtION.

Tisowe Ponctration:
Bronchial secrebons: in a study of 15 aduits administersd 3 singie 400-mg aos2 of cefabuten ano
schadwied 10 UNGENGO HFONChOSCODY. (Ne MEAR CONCENITANONS 1) Sovthelisl kmnp huta and bronchual
Mucoss were 15% and 37%. respectvely, of the DIESME CORCEAIINONS.

Soutim: Ceftibuten Sputum levets avirage asercamatsly 7% ot the CONCOMRAT Dasma cettibuten
level. n 3 Study of 24 adutts adminstered ceftidwten 200 g bid or 400 mg ad. the averade Coe 10 SDU-
;um(lﬁwu:mnazmmwwmc..mmlliuqmumm

hours 5

Middie-ear fiuid (MEF): Cattibuten middie-ear fiuid leveis average aporoxymares: 50:: of the con-
COMMant DLasna caftibuten devel. in 3 Studv of 30 chaidren aomemstered 9 ma x of cefiouten. tne
3Verage Coy in MEF {2.9 = 0.9 ug/mL) occurred at 4 hours postaose and tNe average i, in plasma
16.7 £ 1.9 wg/mi) octurred at 2 hours Osiaose.

Tonssier pssye: 0a1a 0n CeRIDUIEN DENELENON MTO (ONSIHEr ISSUE 2re NO! availaD :

Cerabrospmal fiuid: Data o cethbuten penstration i ceredrosoinal fluig are not avaiadie.
Motubolism and Excration;

A study wan radioiadeied ceftibuten agnwnestered to 6 healthv adult mate vowmsers gemonstrated

that cig-Cethouten 1 We DreGOMUNANt COMDONEN i DO PIESMa aNa Lrine. ADOL H
convened to the frans-isomer. The ans-1Somer 1S JDProxwnately A as antrCron ootent as the crs-
1somer.

Ceftibuten 1s excreted 1n the urne: 95% of the a0mwniStered radicactvity was 2] eftner M unne

or feces. In 6 healtny agutt mase voiunteers. agoroximately 56% of Ine agministe

P il R 2017 TTEIECES WM S90S 08Cause renal exCrelion 1S 4 My
£ant pathway o1 sHMIAATION. Datients witn renar gvstuncion ang patients ungergomg Nemodaanss
require 00sage agiusimen (see DOSAGE AND ADMINISTRATION)

Food Etfect on Adsorotion:

Foog atlects the Dioavar@oity ot cemputen ssom CEDAX Caosuies and CEDAX Oral Susoension

The eftect of 1000 0N tne Oicavauabumy of CEDAX Capsuies was evawated 1n 26 heattny agun maie
volunteers wno ngesied 400 ma of CEDAX Capsules atter an avermant tast or immeasaten after 2 sian-
dardized preaxtast. Resufts sNOwed tnat 10d detays the 1Me 0! Cry, Dy 1.75 NOUTS, gbcreases 1ne Cry,
tv 18%. and gecreases tne extent ot apsorotion (AUC) by 8%

The eftect of 1000 on tne dioavauadury of CEDAX Oral Suspension was evaiuated i 18 heaitty aduht
maie volunieers wno naested 400 mo of CEDAX QOrat Susoension aner an overmnt 1ast or Immeosately
atter a standardized OréaKtast. Resunts ootained oemonstrated a oecrease i C.,, of 26% ana an AUC of
17% when CEDAX Oral Suspension was agministered wath a ligh-fat breakiasi. and a oecreass it Cou,
of 17% and i AUC of 12% when CEDAX Oral Suspension was admunstered wiih 2 1ow-Caione nontat
oreaktast (see PRECAUTIONS).

Biosywivatence of D0s39¢ Formeiations:

A study i 18 haaftny 20Ul maie voiumeers demonstrated that a 400-mg dose of CEDAX Capsules
produced equivalent concentrations 1o a 400-mg gose of CEDAX Oral Susoension. Average Cey values
were 15.6 (3.1) wo/mL Tor the capsuse ang 17.0 {3.2) wg/mL 1or the SUSOINSION. Averags AUC values
were 80.1 (14.4} ugenr/mL tor the capsuie and 87.0 (12.2) genr/mi. for the suspenmon.

Speciai Popuistions:

Ganatnc patients: Ceftibuten pharmacokinetics have been investigated i eiderly
(65 years of age and oider) men (n = B) ana women (n = 41. E2ch voINRSS recenes CaiDUIEN 200-my
CaDSUIES TWiCe dauty for 3% davs. Tne average Cue Was 17.5 (3.7) no/mi after 34 days ol sosing com-
pared to 12.9 (2.1) u/mL atter the irst dose: Ceftibuten aCCUMKKINON N PIasme was 40% at Seecy
state. Information regaraing the renal tunCHON of these VORNWEErS WS Nt Jvasiabie: therelors, 108 -
nihcance of this tinaing for ciwucas use of CEDAX Caosules in siderlv oatients. 8 .
dasage adyssument in eloerly pabents may b necessary (sos DOSAGE AND ADMNRSTRATION).

Paients wiin renal misuthcsency: Cettbuten pRrMAaCOKINECS NEVE Den

ance 5 to 29 mL/min), the hai-iife creasad (o 13.4 hours and CIF decraesed 1o 16 mismin, in § func-

tionally anephnc patents (Creabrine Ciearance <5 mu/min). the

decreased to 11 mi/min {a 7- 1o 8-fold change compared to VORIMSIS), HOMBSNYSS RMmOved

65% ot the drug from the DIo0d in 2 to 4 hours. These changes serve as 1he bess for SNt

ment recommenaanons it adutt patients with miid 1o severs renal dysfunchion (ses AND

ADMBRSTRATION).

Micrablelegy: . ) .
Ceftibuten exerts s Dactenicigal achon by binding 10 essantial target protaint of the deckrial col wail.

This binthng ieaas 10 infuivbion of Cew-wall synthesss. Lo

Cettibuten s staple in the presence of most piasmid-mediated Deta-lactamases. but it is

NOTE: Cettibuten is INACTIVE in yro against Acinetobacter. Sordetelis. Campylobaciss. Exterobacesr,

Enterococcus. Flavobacterium, Hainia. Listeria. Psevoomonss. Staghylococcus. and

{except pneumonise and DyOgenes) sDecies. in addition, i shows Hitie in were Scwy BgaNSt oSt
INCiuding Most sbecies of Sactaroides.

Suseaplidiiity Tosting:
r Diligion Techoues: Quantitative Mmethods are used 10 datermine animicrobial svinimal inhibitory

concentrations (MICs). Thess MICs provide estimates of the suecentibilly of Suctnis i Swsmicrebinl
compounds. The MiCs should be . _
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recommended. Reliable DO CONUY Svail-
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that are not pemici .
suscaptibiity 18St Drocadures requins the use of lsboralory control IMICrOOIGanIBMS to
controt the fechniical aspect of aDOAIOrY procedures. Standard ceftibuten powder ShOUID HrOVde the
foliowing MIC values:
Oruanism MIC oo (uo/mi)
Haemoohilus influenzae
ATCC 49274 02510
Diftusion Techmques: Quantitatve N3t requie MEasunement 6f ZoNe GIMENTS S0 provde

R from the taboratory Tesuls Susceptiiny with 3
30-ug ceftibuten disk should be interpreted according to the following critena when testing
Haemophius species using itus Test Media (HTM):

Zone dameter (mm) Intepretabon
228 (S} Susceptibre

Tne current ansence of resistant Srans preciudes defung anty categones otner than ~Susceotibie”.
Strains yeelding resuits suggestive of 2 “Nonsusceptible' category should be Submneo 10 2 reterence
faboratory far turther tesang.

imerpretanon should be as stated 2bOve 10r results USINQ diution techniques.

Ceftibuten 1s ngicated tor oemciliin-susceptidie onty strains of Stréptococcys oneumoniae.



P Tone sizes of 220 mm are susceptidie 10 peNCHN 3nd Can be con-
10820 SUSCEpUDIE 107 20010ved INAICZHONS. Relabie drsk AATUSION KESTS TOF CETUbUTEN GO NOL yet exist.

AS W STNGArOe0 CHUTION technaues. difiuSION MENOAS require tne use of Laooratary controt
MICTO0GASMS TNt are used 10 COMtrol the 1ECHNUCA SBECTS OF NE LADOMAIOTY DrOCROUIES. For the dit-
Tusion tecnmgue. the 300 ceftibuien disk SNOUK! provide the ToIOWING Zone O1aMeters m thesa lboTa-
tofy 1est quality control strains:

Qrgamsm Zone grameter (mm)
Haemooiwius mfivenzae
ATCG 48247 29-35
(ephalosponn-class disks should not be used to fest for suscestitiity to cefbbuten.
INDICATIONS AND USAGE:

CEDAX (cettiowen is indicated for the treatment of mdmadudis with milo-10-moderate infections
MICTOOGASMS 1A the specitic congrbons kstad below

MOTE: I acute Backerial @ACeroations of Chromic HYONCRAIS CNICal tnais where Moraxeia

was igolated from niecsed SOUNM 2 Dasehne, COMBMIER CamCa sMICaCY Was 22% less tan control.
Acwle Bosterial Olitis Madis Cue 10 Haemoshis inflwenzae (including B-lactamase-producing

SIramS), Aoravens CISNTIENS (INCItNG B-49Ctamase-SrOSUCING SRINS). OF SUBONICOCCUS SYOPeNeS.

NOTE: Although coRtibuten ¥sed empirically

ndver ically documented

the prophyisds of rhewsmetic fever. Colibuten is ¢
DYOPEnES O e OropharyrC , Uata eatablistung the athcacy of CEDAX tor the prophwisxs of
rheumulic lever are not avalisble.
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X X was not
oral 0038s D 10 40 Mq/k)/day (sporaxmately 1.5 aves the Muman 00Se Dasen ON Ma°'M*/0ay) and has
reveniod N0 ewoence of harm t the fetus. There 3¢ RO 2000UTE ING WEi-CONTONLT STUCKS M Dregnant
women. Because anvmal feDrOCUCHION Studies 3¢ NOt aiways oredictive Of numan response. this drug
Should De used Gurng pregnancy only d Clearly noeged.

Labor and A
Cettibuten nas not Deen studied for use qunng tabor and deivery. its use dunng such cinical Stua-
tions SNOUID 08 wewgned i terms of DOtential NSk ana Denetrt 10 bOLN Motner ana fetus

Nurzing Mothers:

1 1S NOC KNOWN @ 00sa0es) IS excreted i fuman mik. Because
Many Grugs are excreted in NUMAN AUIK. CALNON SNOUD DE EXETCISE] WNEN CETDOUIeN tS JomMunstered
10 3 NUISING WOman.

Pediatric Use:

The satety ana ethcacy Of cerubuten m infants iess than 6 Months ot age A2s NOL deen estabished

Gorigtric Pationts:

The usual aoun 60s3oe recommendaanon mav e fokowed 101 DItEMS i this age group. However.
(ness PEDENLS SNOUIC De MONNored CIOSETY. PArLICUianty thewr renal tunchion. s 00Saae 20jusiment may
be requwed.

ADVERSE EVENTS:

Chiniesl Trtals:
CEDAX CAPSULES (adutt pabents)

In chinical tnals. 1728 adunr panents (1032 US and 636 internatonal) were traaied with the fecom-
menged 00se 0f CofDDUIN C20SUIES (400 MQ per day). There were AG GARIRG OF OUITRANEN! (ISaRINES
thowght due 10 Ofug TOXCITV 3 3y O the BABINS I these Studees. Thirty-3ix of 1728 (2%) penems & -
conmued

MOGICENON GUE 10 JAVETSE EVENS TRONQNE DY the VSIS 10 D SRSSIONY. Predanyy. O
MBSt CORMAN rStated 10 GrUQ I0NCKY. D 10f QRENOUNSSHNN Soter -
DaRCES. USUINY SQNTIES. VOMKONG. Of naussd. Six of 1728 (0.3%) PENRS wers (ISCONRNUSE S 10
25K OF prantus houont rewaned 1o Cetbuten X
101 e US Irists. 1N I0NOWING S0VErse svants were INOUDIX Dy 10 IVESEORIONS 10 be DOSSIbYY, prob-
ably. or almost certainiv rerated 10 ceftibuten capsutes in muitiple-gose climcal triats
{n = 1092 cefDDUIBN-ESTS0 ODOMS).
ADVERSE REACTIONS
CEFTIBUTEN CAPSULES
US CUNICAL TRIALS {N AQULT PATIENTS (n = 1092) 1
lmm:u Nausea :‘&
are Diarrhez 3%
o 7
1%
Abdomingl gasn 1%
Vomiting 1%
Incusencs iess than 1% dut Anbresa
grester than 0.1% Congtipation
Dl‘)’m-n
Fatigus
Fiatulence
L0088 S00iS
Nasal Congeston
Paresthesia
Pruritus
Rash
Sommoience
Taste perverson
Urticaria
I Vg |
LABORATORY VALLE CHANGES *
US CLINICAL TRIALS IN ADULT PATIENTS
incasence eouml 10 or TBUN 4%
Qrester ghan 1% k) 3%
2%
TAT 1%
1%
incigence iess than 1% but TAK
orester % Tm
s 7 Pt
le
TAST

*Chonges M OOMIONY YBugS With POSSibie Ciinical $igAICance regardiess of whetner OF Aet the
WSERPEIOT INOUGIE TAZ! The

polionts)
ADVERSE REACTIONS
CEFTISUTEN ORAL SUSPENSION
US CUMICAL TRIALS I PEDIATRIC PATIENTS (n= 772 o
TCIGSACE SO 10 O “Ditrvnea” %
Qrester than 1% Voriting %
Abdeminal pain %
LoowS $300ls 2%
ncigence iess man 1% dut Apiston
greates yan 0.1% Anorexia
Dizziness
Fever
Headache
Hematuna
Hyperianesia
Insomnia
Irvitabikity
Nausea
Pruritus
Rash
Rigors
Urhcana

*NOTE: The mcience of aiarrnea in children <2 years old was 8% 23/301) compared wath 2%
(9/471) in chudren >2 vears 010,



